The inhibitory activity of DD2 and the known aggregator hexachlorophene (HEX) 1 was tested against Granzyme B (GrB) protease in an activity assay. GrB (20 nM), pNA substrate (500 μM), and either DD2 (30 μM) or HEX (30 μM) were assayed in buffer with varied amounts of detergent Triton X-100 
Supplementary Figure 2 DD2 disrupts the KSHV Pr M197L dimer.
The dimerization state of KSHV Pr wt and M197L is monitored by size exclusion chromatography. Protease (5 μM) was incubated with either DMSO (dotted) or 10 μM DD2 (solid). Mixtures were loaded onto a size exclusion chromatography column, preequilibrated with running buffer containing either DMSO or 10 μM DD2 respectively.
Experimental methods are described in main paper. 
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Supplementary Figure 3
Summary of inhibition data for all compounds.
Inhibition data for compound 1-8 against KSHV Pr and human CMV Pr. Percent inhibition values were calculated using a fluorogenic activity assay with 1 μM KSHV Pr, 10 μM compound, and 160 μM P6 substrate. IC 50 values were determined using a similar assay with a final compound concentration range of 100 μM -0.14 μM. Data represents mean values ± s.d. (n=3). Experimental methods are described in main paper.
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Supplementary 
Summary of kinetic data for inhibitor DD1.
A 100 μl enzyme assay was performed using 1 μM KSHV Pr in assay buffer. 
Supplementary Methods
Granzyme B aggregation test
The expression and purification of Granzyme B, as well as assays for activity were carried out as described previously 
Synthesis of helical mimetic compounds.
The synthesis of helical mimetic compounds was adapted from word described Supplementary References:
